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CLAIMS 



What is claimed is: 

1 . An antibody or antigen-binding fragment thereof, which binds to a mammalian 
GpR-9-6 and inhibits the binding of a ligand to said GPR-9-6. 

The antibody or antigen-binding fragment of Claim 1 wherein said mammalian 
GPR-9-6 isMiuman GPR-9-6. 
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10 4. 
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The antibody or antigen-binding fragment of Claim 1 wherein said ligand is 
TECK. 

The antibody or antigen-binding fragment of Claim 1 wherein the binding of 
said antibody or said antigerVbinding fragment to GPR-9-6 can be inhibited by a 
peptide that consists of the amVyaiid sequence of SEQ ID NO:3. 

The antibody or antigen-binding fragkent of Claim 1 wherein the binding of 
said antibody or said antigen-binding figment to GPR-9-6 can be inhibited by 
mAb 3C3. 



The antibody or antigen-binding fragment of Claim 5 wherein said antibody or 
antigen binding fragment binds to the same or a sftnilar epitope as mAb 3C3. 



20 



The antibody or antigen-binding fragment of Claim 1 Wherein the binding of 
said antibody or said antigen-binding fragment to GPR-9^6 can be inhibited by 
mAb GPR96-1. 
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8. *Fhe antibody or antigen-binding fragment of Claim 7 wherein said antibody or 
antigen binding fragment binds to the same or a similar epitope as mAb GPR-9- 
6. 



9. An antibodysproduced by murine hybridoma 3C3 or an antigen-binding 
5 fragment thereb^^ 

10. An isolated cell which produces an antibody or antigen-binding fragment thereof 
which binds to a mamn^lian GPR-9-6 and inhibits the binding of a ligand to 
said GPR-9-6. \ 



10 m&eVn si 



11. The isolated cell of Claim 1 0 m^em said mammalian GPR-9-6 is 
10 human GPR-9-6. 1/ \ 

\ 

12. The isolated cell of Claim 1 1 wherein saicNjigand is TECK. 

\ 

1 3 . The isolated cell of Claim 1 2 wherein said isolated cell is selected from the 
group consisting of an immortalized B cell, a hybridoma and a recombinant cell 
comprising one or more exogenous nucleic acid molebutes that encode said 

1 5 antibody or antigen-binding fragment thereof. 

14. "HrermUnfle-ftybildoiiia 3C3r- 
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A method of detecting a mammalian GPR-9-6 or portion thereof in a biological 
imple, comprising: 

a) \ contacting a biological sample with an antibody or antigen-binding 

\fragment thereof which binds to a mammalian GPR-9-6 or portion of 
said receptor and inhibits binding of a ligand to the receptor, under 
conditions appropriate for binding of said antibody or antigen-binding 
fragmentsthereof to a mammalian GPR-9-6 or portion thereof; and 

b) detecting binding of said antibody or antigen-binding fragment thereof; 
wherein the binding oi\said antibody or antigen-binding fragment thereof 
indicates the presence ofWd receptor or portion of said receptor. 

The method according to ClainMS wherein the biological sample is of human 
origin. // \ 

The method according to Claim 16, wherbm the antibody or antigen-binding 
fragment thereof is selected from the group consisting of: 

a) mAb3C3; \ 

b) an antibody which can compete with mAbNo for binding to a 
mammalian GPR-9-6; \ 

c) antigen-binding fragments of (a) or (b) which bind a mammalian 
GPR-9-6 or a portion thereof; and \ 

d) combinations of the foregoing. \ 



1855.1064-1 



003 



-83- 



1 8.x The method according to Claim 16, wherein the antibody or antigen-binding 
fragment thereof is selected from the group consisting of: 
mAb GPR96-1; 

b) \ an antibody which can compete with mAb GPR96-1 for binding to a 
mammalian GPR-9-6; 

c) Wtigen-binding fragments of (a) or (b) which bind a mammalian 
GRR-9-6 or a portion thereof; and 

d) combinations of the foregoing. 
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19. A method of detecfcmg and identifying an agent which binds to a mammalian 
GPR-9-6 or a ligand binding variant thereof comprising combining: 

a) a reference agent^ 

b) a test agent, and 

c) a composition comprMi^a functional mammalian GPR-9-6 or a ligand 
binding variant thereop5\o^r conditions suitable for binding of said 
reference agent to said GPKN;9-6 or ligand-binding variant thereof; and 
detecting or measuring the formation of a complex between said 

reference agent and said GPR-9-6 or a ligand binding variant thereof, wherein, a 
decrease in the formation of said complex relative to a suitable control indicates 
that said test agent binds to said GPR-9-6 or ttfsa ligand-binding variant thereof. 

20. The method of Claim 19 wherein said reference agent is labeled with a label 
selected from the group consisting of a radioisotope, an\pitope, an affinity 
label, an enzyme, a fluorescent group and a chemiluminesc^t group. 



2 1 . The method of Claim 1 9 wherein said reference agent is TECK. 
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The method of Claim 19 wherein said reference agent is an antibody which 
\ binds to said GPR-9-6 or an antigen-binding fragment thereof. 

23. "^Vk^e method of Claim 19 wherein said composition comprising a functional 

marhjnalian GPR-9-6 or a ligand binding variant thereof is a cell that expresses a 
mammalian GPR-9-6. 

24. The method c^Claim 23 wherein said cell is a recombinant cell. 

\ 

\ 

25. The method of Claim, 23 wherein said cell is a cell line. 



26. The method of Claim 25 wherein said cell is selected from the group consisting 
of MOLT-4 and MOLT-13. 

10 27. The method of Claim 1 9 wherein saidS?omposition comprising a functional 
mammalian GPR-9-6 or a ligand bindingVariant thereof is a membrane 
preparation of a cell that expresses a mamm^ian GPR-9-6 or a ligand binding 
variant thereof. 

28. A method of detecting or identifying an inhibitor of aSpmmalian GPR-9-6 
1 5 receptor comprising: 

a) combining an agent to be tested, a ligand or promotV of said GPR-9-6 
and a cell expressing said GPR-9-6 under conditions suitable for 
detecting a ligand- or promoter-induced response; and 

b) determining the ability of the test compound to inhibit said response, 
20 wherein inhibition of a ligand- or promoter-induced response b^the 

agent is indicative that the agent is an inhibitor. 
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The method of Claim 28 wherein said cell is a recombinant cell expressing a 
human GPR-9-6. 

30. The method of Claim 29 wherein said ligand or promoter is TECK. 

3 1 . The method of Claim 28 wherein said response is chemotaxis or Ca 2+ flux. 

5 32. A method oWeating a subject having an inflammatory disease, comprising 
administering afo effective amount of an antagonist of a mammalian GPR-9-6 
function to said sukgect. 

33. The method of Claim 32yherein said inflammatory disease is Crohn's disease 
or colitis. 



10 34. The method of Claim 32 wher^/i^aid antagonist inhibits the binding of a ligand 
to a mammalian GPR-9-6. 

35. The method of Claim 34 wherein said ligahd is TECK. 

36. The method of Claim 34 wherein said antagonists an antibody which binds to a 
mammalian GPR-9-6 or an antigen-binding fragment thereof. 

15 37. A method of inhibiting GPR-9-6-mediated homing of leUtocytes in a subject, 
comprising administering an effective amount of an antagom^t of GPR-9-6 
function to said subject. 



38. The method of Claim 37 wherein said antagonist inhibits the bindin^of a ligand 
to GPR-9-6. 
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The method of Claim 38 wherein said ligand is TECK. 

40. \he method of Claim 39 wherein said antagonist is an antibody which binds to 
GPR-9-6 or an antigen-binding fragment thereof. 

41. A method of inhibiting GPR-9-6-mediated homing of leukocytes to mucosal 
5 tissue in a subject, comprising administering an effective amount of an 

antagonist of QPR-9-6 function to said subject. 

42. A method of treating^ subject having an inflammatory bowel disease, 
comprising administerin^an effective amount of an antagonist of GPR-9-6 
function to said subject. 

10 43 . The method of Claim 42 wh^em^id antagonist inhibits the binding of a ligand 
to GPR-9-6. 

44. The method of Claim 43 wherein said liganc^s TECK. 

45. The method of Claim 44 wherein said antagonist is\q antibody which binds to 
GPR-9-6 or an antigen-binding fragment thereof. 

1 5 46. A method of modulating a GPR-9-6 function comprising contacting a cell that 
expresses GPR-W with an agent which binds thereto, thereby modulating the 
FV function of said QPR-9-6. 



47. The method of Claik 46 wherein said agent can inhibit a function of GPR-9-6. 
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48. The method of Claim 47 wherein said agent is an antibody or antigen-binding 
fragment thereof. 

49. The methoa of Claim 48 wherein said function is selected from the group 
consisting o^ligand binding, ligand-induced chemotaxis and ligand-induced 
Ca 2+ flux. 
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The method of Claim 4 



5|^^erein sai 



said ligand is TECK. 



Atest kit for use in detecting the presence of a mammalian GPR-9-6 or portion 



thereo^in a biological sample comprising 

a) atSmst one antibody or antigen-binding fragment thereof which binds to 
a maWialian GPR-9-6 or portion of said receptor, wherein said antibody 
or antigen-binding fragment thereof inhibits binding of a ligand to the 
receptor; anfc 

b) one or more ancillary reagents suitable for detecting the presence of a 
complex between 9^id antibody or antigen-binding fragment thereof and 



said mammalian GPI 



a portion thereof. 



rein the antibody is selected from the group 



A test kit according to Claim 5/y, wl^ 
consisting of 

a) mAb3C3; 

b) an antibody which can compete with m^b 3C3 for binding to 
mammalian GPR-9-6; 

c) antigen-binding fragments of (a) or (b) which^nd to mammalian GPR- 
9-6 or a portion thereof; and 

d) combinations of the foregoing. 
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A test kit according to Claim 51, wherein the antibody is selected from the group 
consisting of 
a) mAbGPR96-l; 

l) an antibody which can compete with mAb GPR96-1 for binding to 
mammalian GPR-9-6; 

c) \ antigen-binding fragments of (a) or (b) which bind to mammalian GPR- 
6 or a portion thereof; and 

d) combinations of the foregoing. 

54. An antibody or afitigen-binding fragment thereof, which binds to a mammalian 
10 TECK and inhibits the binding of said TECK to a receptor. 

55. The antibody or antigen-biding fragment of Claim 54 wherein said mammalian 
TECK is human TECK. 

56. The antibody or antigen-bindin| foment of Claim 54 wherein said receptor is 
GPR-9-6. 



1 5 57. The antibody or antigen-binding fragment ofClaim 54 wherein the binding of 
said antibody or said antigen-binding fragment TECK can be inhibited by 
mAb 11.3.1 and/or mAb 16.3.1. 



58. The antibody or antigen-binding fragment of Claim 57 therein said antibody or 
antigen binding fragment binds to the same or a similar epitope as mAb 11.3.1. 



20 59. The antibody or antigen-binding fragment of Claim 57 wherein sakl antibody or 
antigen binding fragment binds to the same or a similar epitope as nmb 16.3. 1 . 
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iQ. An antibody produced by murine hybridoma GPR96-1 or an antigen-binding 
fragment thereof. 

6 1 . The murine hybridoma GPR96- 1 . 

62. An antibody produced by murine hybridoma 11.3.1 or an antigen-binding 
5 fragmenrthereof. 



□ 

•■S 

IJ1 

m 
m 

m 
m 

■5 

□ 

□ 

a 
a 



63 . The murine hybridoma 11.3.1. 

64. An antibody producedS^y murine hybridoma 16.3.1 or an antigen-binding 
fragment thereof. 

65 . The murine hybridoma 1 6|S . 1 . 

10 66. An isolated cell which produces an anth^ody or antigen-binding fragment thereof 
which binds to a mammalian TECK and iritybits the binding of said TECK to a 
receptor. 

67. The isolated cell of Claim 66 wherein said mammalubi TECK is human TECK. 



68. The isolated cell of Claim 66 wherein the receptor is GPR-9X 
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A method of detecting a mammalian TECK or portion thereof in a biological 
sample, comprising: 

a) contacting a biological sample with an antibody or antigen-binding 

\ fragment thereof which binds to a mammalian TECK or portion thereof 
\ and inhibits binding of a TECK to a receptor, under conditions 
\ appropriate for binding of said antibody or antigen-binding fragment 
thereof to a mammalian TECK or portion thereof; and 

b) detming binding of said antibody or antigen-binding fragment thereof; 
wherein the bihding of said antibody or antigen-binding fragment thereof 
indicates the presence of said receptor or portion of said receptor. 

A test kit for use in detecting the presence of a mammalian TECK or portion 
thereof in a biological sam^e comprising 

a) at least one antibody okaatigen-binding fragment thereof which binds to 
a mammalian TECK oi/ttaffion of said receptor, wherein said antibody or 
antigen-binding fragmffiTyfereof inhibits binding of TECK to a receptor; 
and \ 

b) one or more ancillary reagents suiteble for detecting the presence of a 
complex between said antibody or ari^en-binding fragment thereof and 
said mammalian TECK or a portion thereof. 

A method of treating a subject having cancer comprisW administering to said 
subject an effective amount of an antagonist of GPR-9-6^nction. 

The method of Claim 62 wherein said antagonist is an antibodV or antigen- 
binding fragment thereof which binds to GPR-9-6. \ 
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A method of treating a subject having cancer comprising administering to said 
suorect an effective amount of an antibody which binds GPR-9-6 or an antigen- 
binding fragment thereof, wherein said antibody or fragment can activate 
complement. 
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5 74. A method ofNtreating a subffcrt having cancer comprising administering to said 
subject an effective amount of an^munoconjugate or antigen-binding fusion 

\ el 

protein, wherein saidn^munocoi|^ fusion protein 

comprises at least an antfgen-binfling pArtiorisrfan antibody which binds GPR- 
9-6 which is directly or indirectly bonded to ana^itional therapeutic agent. 



10 75. The method of Claim 74 wherein said additional therapeutic^ent is a cytotoxic 
agent. 

76. An immunoconjugatescomprising at least an antigen-binding portion of an 
antibody which binds GPR-9-6 which is directly or indirectly bonded to an 
additional therapeutic age 

15 77. An antigen-binding fufeion protein comprising at least an antigen-binding portion 
of an antibody which binds GPR^f which is directly or indirectly bonded to an 
additional therapeutic agent, wherei\said antigen-binding portion of an antibody 
and said additional therapeutic agent arfe part of a contiguous polypeptide. 
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